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ABSTRACT Vascular volume is of fundamental signiﬁcance to the function of the cardiovascular system. An accurate predic-
tion of blood volume in patients is physiologically and clinically signiﬁcant. This study proposes what we believe is a novel volume
scaling relation of the form: Vc ¼ KvD2=3s Lc, where Vc and Lc are cumulative vessel volume and length, respectively, in the tree,
and Ds is the diameter of the vessel segment. The scaling relation is validated in vascular trees of various organs including the
heart, lung, mesentery, muscle, and eye of different species. Based on the minimum energy hypothesis and volume scaling rela-
tion, four structure-function scaling relations are predicted, including the diameter-length, volume-length, ﬂow-diameter, and
volume-diameter relations, with exponent values of 3/7, 12/7, 2
1/3, and 3, respectively. These four relations are validated in the
various vascular trees, which further conﬁrm the volume scaling relation. This scaling relation may serve as a control reference
to estimate the blood volume in various organs and species. The deviation from the scaling relation may indicate hypovolemia or
hypervolemia and aid diagnosis.INTRODUCTION
Blood pressure and perfusion of an organ depend on
a complex interplay between cardiac output, intravascular
volume, and vasomotor tone among others. The vascular
system provides the basic architecture to transport the fluids
while other physical, physiological, and chemical factors
affect the intravascular volume to regulate the blood pressure
and flow in the body. Although intravascular volume can
adapt to normal physical training (1,2), many diagnostic
and treatment options depend on the estimation of the
volume status of patients (3–10). For example, a recent study
classified the blood volume status as hypovolemic, normo-
volemic, and hypervolemic (3). Heart failure results in an
increase of intravascular volume (hypervolemia) in response
to decreased cardiac output and renal hypoperfusion (4–7).
Conversely, myocardial ischemia (8) and postural tachy-
cardia syndrome lead to hypovolemia (9). Furthermore,
patients of edematous disorders have been found to have
abnormal blood volume (10). Currently, there is no noninva-
sive method to determine the blood volume in suborgans,
organs, organ system, or organism. The objective of this
study is to propose a scaling law that provides the basis for
determination of blood volume throughout the vasculature.
A novel, to our knowledge, volume scaling law is
proposed in a vessel segment and its corresponding distal
tree of normal organs and in various species as:
Vc ¼ KvD2=3s Lc, where Vc and Lc are the vascular volume
and length, respectively, Ds is the diameter of the vessel
segment, and Kv is a constant. The scaling relation is vali-
dated with available vascular morphometric tree data (11).
The validated volume scaling law may serve as a control
reference to examine the change of blood volume in various
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(e.g., CT scan). The scaling law is further validated through
diameter-length, volume-length, flow-diameter, and volume-
diameter scaling relations (11), which were previously
derived based on a minimum energy hypothesis (12). Hence,
the proposed volume scaling law is consistent with an
(minimum energy) efficient state of vascular system.
THEORY
A vessel segment is defined as a stem and the tree distal to
the stem is defined as a crown, as shown in Fig. 1. An entire
tree consists of many stem-crown units down to the capillary
vessels. The capillary network (13) is excluded from the
present analysis because it is not a treelike structure.
It is known that VcfM (M is the mass perfused by the
stem-crown unit) from the 3/4 allometric scaling law
(14,15), where Vc is the crown volume (i.e., the sum of all
vessel volumes in the crown). Therefore, Vc can be repre-
sented as
Vc ¼ CvM1=4M3=4; (1)
where Cv is a volume-mass constant. There are two scaling
relations: stem diameter-mass relation, DsfM
3=8 (Ds is the
diameter of the stem vessel) (14,15), and crown length-
mass relation, LcfM
3=4 (Lc is the crown length, defined as
the sum of the lengths of all vessels in the crown) (15).
From Ds ¼ CdM3=8, Lc ¼ ClM3=4, and Eq. 1, we obtain
Vc ¼ CvM1=4M3=4 ¼ Cv

Ds
Cd
2=3
Lc
Cl
¼ KvD2=3s Lc; (2a)
where Kv ¼ Cv=ðC2=3d ClÞ is a constant. Since Eq. 2a is appli-
cable to any stem-crown unit, we obtain Vmax ¼ KvD2=3maxLmax
such that Kv ¼ Vmax=ðD2=3maxLmaxÞ, where Dmax, Lmax, and
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Vmax correspond to the most proximal stem diameter, the
cumulative vascular length of the entire tree, and the cumu-
lative vascular volume of the entire tree, respectively. Equa-
tion 2a can be made nondimensional as

Vc
Vmax

¼

Ds
Dmax
2
3

Lc
Lmax

: (2b)
An additional validation for volume scaling law in relation to
minimum energy hypothesis is described in the Appendix.
METHODS
Morphometry of vascular trees
The volume scaling law is validated in the asymmetric entire coronary arte-
rial tree reconstructed in pig hearts through a growth algorithm (16) based on
measured morphometric data (17). Furthermore, the asymmetric epicardial
coronary arterial trees with vessel diameter >1 mm were used to validate
the scaling laws in partial vascular trees to mimic the resolution of medical
imaging.
Symmetric vascular trees of many organs down to the smallest arterioles,
constructed in the Strahler system, based on available literature, were used to
verify the proposed structure-function scaling law. The pulmonary arterial
tree of rats was obtained from the study of Jiang et al. (18), the pulmonary
arterial/venous trees of cats from Yen et al. (19,20), the pulmonary arterial
trees of humans from Singhal et al. (21,22) and Huang et al. (23), the pulmo-
nary venous trees of humans from Horsfield et al. (24) and Huang et al. (23),
the skin muscle arterial tree of hamsters from Bertuglia et al. (25), the
retractor muscle arterial tree of hamsters from Ellsworth et al (26), the
FIGURE 1 Schematic illustration of the definition of the stem-crown unit.
Three stem-crown units are shown successively (1, 2, and n), with the
smallest unit corresponding to an arteriole-capillary or venule-capillary unit.
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rial tree of cats from Koller et al. (28), and the bulbular conjunctiva arterial/
venous trees of humans and the omentum arterial tree of rabbits from Fenton
et al. (29).
Data analysis
All scaling relations (i.e., Eqs. 2b and A8–A11) can be represented by a form
of the type
Y ¼ AXB; (3)
where X and Y are defined such that A and B should have theoretical values
of unity (Eq. 2b). X and Y are defined as ðDs=DmaxÞ2=3ðLc=LmaxÞ and
ðVc=VmaxÞ, respectively. For Eqs. A8–A11, X and Y are defined as
ðLc=LmaxÞ and ðDs=DmaxÞ, ðLc=LmaxÞ and ðVc=VmaxÞ, ðDs=DmaxÞ and
ðQs=QmaxÞ, and ðDs=DmaxÞ and ðVc=VmaxÞ, respectively. A nonlinear regres-
sion was used to calculate A, with B constrained to 3=7, 12/7, 2
1/3, and 3 for
Eqs. A8–A11, respectively. The nonlinear regression uses the Marquardt-
Levenberg algorithm to find the parameter A for the variables
X and Y to provide the ‘‘best fit’’ between the equation and the data. In
Eqs. 2b and A8–A11, the parameter A should have a theoretical value of 1.
RESULTS
Asymmetric tree model
This study proposes what we believe is a novel volume
scaling law that relates the crown volume to the stem diam-
eter and crown length (Eq. 2). The validity of Eq. 2 was
examined in the entire asymmetric (down to the precapillary
vessel segments) and epicardial (vessel diameter R1 mm)
left anterior descending artery (LAD), left circumflex artery
(LCx), and right coronary artery (RCA) trees of pig, as
shown in Figs. 2 and 3, respectively. In Table 1, exponent
B is determined from a least-square fit and parameter A is
calculated by nonlinear regression with the exponent B con-
strained to 1. For the entire asymmetric and partial trees, both
B and A show agreement with the theoretical value of 1.
Symmetric tree model
Equation 2b is also validated in symmetric trees for various
organs and species, as shown in Fig. 4. Parameters B and A,
listed in Table 2, have mean 5 SD values of 1.02 5 0.02
and 1.00 5 0.01, respectively, by averaging over various
organs and species. These parameters are in agreement
with the theoretical value of 1. Furthermore, Eq. 2a implies
that Kv ¼ Vmax=D2=3maxLmax, which can be compared with the
regression-derived value. Fig. 5 shows a comparison of
ðKvÞML obtained from the nonlinear regression of anatomical
data and ðKvÞEQ calculated from Eq. 2a. A least-square fit
results in a relation of the form ðKvÞEQ ¼ 0:998ðKvÞML
(R2 ¼ 0.999).
Scaling relations
To further validate the volume scaling law, a number of
scaling relations between morphological and hemodynamic
parameters are proposed in the Appendix. For these
Huo and Kassab
relations, parameter A has the theoretical value of 1 as expo-
nent 3/7, 12/7, 2
1/3, and 3 for the diameter-length relation,
volume-length relation, flow-diameter relation, and
FIGURE 2 Relationbetween ðDs=DmaxÞ2=3ðLc=LmaxÞ andnormalizedcrown
volume in the entire asymmetric LAD (a), LCx (b), and RCA (c) trees of pig,
which include 946,937; 571,383; and 836,712 vessel segments, respectively.
The entire tree data are presented as log-log density plots showing the frequency
of data because of the enormity of data points, i.e., the darkest shade reflects the
highest frequency or density and the lightest shade the lowest frequency (45).
Scaling of Vascular Volumevolume-diameter relation represented in Eqs. A8–A11,
respectively. The values for A, as determined from nonlinear
regression, are listed in Table 3. These values, averaged over
various organs and species, have mean5 SD values of 1.01
5 0.07, 1.005 0.02, 0.995 0.05, and 0.995 0.03 for Eqs.
A8–A11, respectively. The agreement of data with theoret-
ical predictions is excellent.
DISCUSSION
The major finding of this study is what we believe is a novel
scaling law that relates the vascular blood volume of an
organ to the segment diameter and crown length. The scaling
law was validated based on morphometric data of several
FIGURE 3 Relation between ðDs=DmaxÞ
2
3ðLc=LmaxÞ and normalized
crown volume in the asymmetric LAD, LCx, and RCA epicardial trees of
pig with vessel diameter >1 mm, which include 66, 42, and 71 vessel
segments, respectively.
TABLE 1 Parameters B and A in the asymmetric entire
coronary trees and in the corresponding epicardial trees
with vessel diameter >1 mm
Entire trees
Least-square fit Marquardt-Levenberg method
B R2 A SE R2
Pig LAD 1.07 1 1.02 0.006 0.998
Pig LCx0 1.08 1 0.99 0.008 0.997
Pig RCA 1.08 1 0.99 0.014 0.989
Least-square fit Marquardt-Levenberg method
Epicardial trees B R2 A SE R2
Pig LAD 1.07 0.995 0.95 0.008 0.996
Pig LCx 1.03 0.994 0.97 0.013 0.994
Pig RCA 1.08 0.990 1.02 0.019 0.986
Parameter B was obtained from least-square fits and parameter A from
nonlinear regression with B constrained to 1 when Eq. 2b is represented
by Eq. 3, where independent variables X ¼ ðDs=DmaxÞ2=3ðLc=LmaxÞ and
Y ¼ ðVc=VmaxÞ, as shown in Figs. 2 and 3. SE, standard error; R2, correlation
coefficient.
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organs and species. Further validation was made through
several structure-structure and structure-function relations.
Volume scaling law
Many structural and functional features are found to have
a power-law (scaling) relation to body size, metabolic rates,
etc. (30–34). Previous studies from our group (11) showed
several scaling relations connecting structure and function.
FIGURE 4 Relation betweenðDs=DmaxÞ
2
3ðLc=LmaxÞ and normalized
crown volume in the symmetric vascular tree for various organs and species
(18–29), corresponding to Table 2.
TABLE 2 Parameters B and A in various organs
Species (N)
Least-square fit Marquardt-Levenberg method
B R2 A SE R2
Pig RCA (11) 1.09 0.999 1 0.003 1
Pig LAD (11) 1.10 0.999 1 0 1
Pig LCx (10) 1.13 0.999 1 0.001 1
Rat PA (11) 1.06 0.999 0.99 0.017 0.997
Cat PA (10) 1.11 0.996 1.01 0.013 0.999
Cat PV (10) 1.09 1 0.99 0.018 0.997
Human PA (17) 0.88 1 1 0.004 1
Human PA (15) 0.95 0.998 1.02 0.025 0.991
Human PA (17) 0.92 1 0.997 0.006 0.999
Human PV (15) 1.05 0.995 1.02 0.019 0.996
Human PV (15) 0.94 1 1.01 0.014 0.997
Hamster SKMA (4) 1.02 0.995 1.01 0.031 0.997
Rat MA (4) 1 1 1 0.007 1
Rabbit OV (4) 0.98 0.994 0.96 0.073 0.981
Human BCA (5) 0.98 1 1.01 0.015 0.999
Human BCV (4) 1.02 1 1 0.004 1
Hamster RMA (4) 1.03 0.977 1 0.014 0.999
Cat SMA (4) 0.95 1 1 0.012 1
Parameter B was obtained from least-square fits and parameter A from
nonlinear regression with B constrained to 1 when Eq. 2b is represented
by Eq. 3, where independent variables X ¼ ðDs=DmaxÞ2=3ðLc=LmaxÞ and
Y ¼ ðVc=VmaxÞ, as shown in Fig. 4. SE, standard error; R2, correlation coef-
ficient.
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tion (Eq. 2) to the list.
Clinical techniques (e.g., indicator and dye-dilution
method) have been used to predict blood volume for decades
(35). The blood volume varies significantly with body size
such that it is difficult to evaluate the change of blood
volume in patients because of lack of reference. Although
Feldschuh and Enson (36) used the metropolitan life height
and weight tables to determine an ideal weight as an approx-
imate reference, this approach lacks a physical or physiolog-
ical basis for calculating normal blood volume. The
proposed volume scaling law may establish the ‘‘normality’’
of blood volume, and deviation thereof may be indicative of
pathology.
The remodeling of intravascular volume may be physio-
logic during normal growth, exercise, or pregnancy. It may
also be pathological, however, in hypertension, tumor, or
diffuse vascular diseases (37–39). Diffuse vascular disease
is difficult to quantify because the normal reference does
not exist. This study shows that the volume scaling law holds
in the coronary epicardial trees (vessel diameter >1 mm), as
shown in Fig. 3 and Table 1. Such data on coronaries or other
vascular tree are available by angiography, CT, or MRI.
Hence, the proposed volume scaling law can serve to quan-
tify diffuse vascular disease in various organs clinically.
Future studies will focus on the clinical utility of the
proposed scaling model.
Comparison with the ZKM model
Vascular trees provide the channels to transport fluid to
different organs. An optimal design of vascular tree is
required to minimize energy losses. Although many theoret-
ical approaches (40,41) are proposed to explain the design of
vascular tree, the minimum energy hypothesis (42) may be
FIGURE 5 Comparison of ðKvÞML from the nonlinear regression of
anatomical data and ðKvÞEQ based on the equation Kv ¼ Vmax=D2=3maxLmax.
Through a least-square fit, the comparison can be represented as
ðKvÞEQ ¼ 0:998ðKvÞML (R2 ¼ 0.999).
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TABLE 3 Parameter A obtained from nonlinear regression in various organs
Species
Diameter-length Volume-length Flow-diameter Volume-diameter
A SE R2 A SE R2 A SE R2 A SE R2
Pig RCA 1.01 0.010 0.999 1 0.002 1 1 0.007 1 1 0.007 0.999
Pig LAD 1.02 0.019 0.996 1 0.003 1 0.99 0.017 0.997 1 0.01 0.999
Pig LCx 1 0.007 1 1 0.001 1 1 0.001 1 1 0.001 1
Rat PA 1.02 0.021 0.995 0.99 0.014 0.998 0.98 0.021 0.995 0.98 0.032 0.99
Cat PA 1 0.014 0.998 1.01 0.011 0.999 1.01 0.006 1 1.01 0.017 0.998
Cat PV 0.99 0.017 0.997 0.99 0.020 0.996 1.01 0.012 0.999 0.99 0.01 0.999
Human PA 0.92 0.037 0.977 1 0.006 0.999 1.02 0.034 0.982 1.01 0.022 0.993
Human PA 0.97 0.025 0.991 1.01 0.020 0.995 1.02 0.025 0.992 1.02 0.041 0.977
Human PA 0.90 0.041 0.973 0.99 0.014 0.997 1.03 0.041 0.974 1.01 0.021 0.993
Human PV 0.96 0.016 0.996 1.02 0.013 0.998 1.04 0.029 0.990 1.04 0.041 0.979
Human PV 0.88 0.054 0.955 1 0.001 1 1.02 0.053 0.963 1.01 0.041 0.976
Hamster SKMA 0.96 0.096 0.942 1 0.015 0.999 1.03 0.087 0.974 1.02 0.079 0.98
Rat MA 1.13 0.203 0.592 1.01 0.034 0.996 0.89 0.156 0.914 0.92 0.132 0.944
Rabbit OV 1.02 0.107 0.849 0.95 0.081 0.977 1.06 0.107 0.954 0.97 0.062 0.987
Human BCA 1.14 0.190 0.447 1.02 0.038 0.994 0.88 0.133 0.912 0.92 0.099 0.955
Human BCV 1.06 0.068 0.964 1 0.009 1 0.96 0.061 0.983 0.97 0.056 0.987
Hamster RMA 1.03 0.078 0.965 1 0.017 0.999 1.01 0.029 0.997 1 0.006 1
Cat SMA 1.11 0.193 0.633 1.01 0.034 0.996 0.92 0.133 0.938 0.95 0.103 0.966
Values from regression when Eqs. A8–A11 (diameter-length, volume-length, flow-diameter, and volume-diameter relations, respectively) are represented by
Eq. 3. Exponent B is constrained to 3
7
, 12
7
, 21
3
, and 3 for Eqs. A8–A11, respectively. SE, standard error; R2, correlation coefficient.
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based on the minimum energy hypothesis, predicted the
exponents c ¼ 3ð30  2Þ=4ð30 þ 1Þ, b ¼ 5=ð30 þ 1Þ, and
d ¼ 4ð30 þ 1Þ=3ð30  2Þ for diameter-length, volume-length,
and flow-diameter relations, respectively, where the param-
eter 3
0
in the exponents is the ratio of maximum metabolic
to viscous power dissipation for a given tree. Based on the
newly proposed Eq. 2, this study shows the corresponding
exponents c¼ 3/7, b¼ 12/7, and d¼ 21/3. With the respective
30 (see Table 1 of Kassab (11)), the mean values over all
organs and species are 0.43 5 0.02, 1.28 5 0.09, and
2.33 5 0.11 for exponents c, b, and d, respectively, which
agrees well with the predictions presented here, i.e., 3/7 z
0.43, 12/7 z 1.29, and 2
1/3 z 2.33. Furthermore, the ZKM
model shows the mean 5 SD value of 2.98 5 0.34 for
the volume-diameter relation with the respective 30, which
is consistent with the exponent value of 3 in Eq. A11. This
provides further validation for the proposed volume scaling
law, as demonstrated in the Appendix.
Optimal cost function
From Eqs. A5 and A7, the nondimensional cost function can
be written as
fc ¼ 1
6
ðLc=LmaxÞ3
ðDs=DmaxÞ4
þ

Ds
Dmax
2=3
Lc
Lmax

: (7)
This is the minimum cost of maintaining an optimal design of
a vascular tree under homeostasis. From the structure-function
scaling relations (Eq. A8), ðLc=LmaxÞ3=ðDs=DmaxÞ4 ¼
ðLc=LmaxÞ1
2
7 and ðDs=DmaxÞ2=3ðLc=LmaxÞ ¼ ðLc=LmaxÞ1
2
7, weobtain ðLc=LmaxÞ3=ðDs=DmaxÞ4 ¼ ðDs=DmaxÞ2=3ðLc=LmaxÞ.
The power required to overcome the viscous drag of blood
flow (second term in Eq. 7) is one-sixth of the power required
to maintain the volume of blood (third term in Eq. 7). This
expression implies that most of the energy dissipated is for
maintaining themetabolic cost of blood, which is proportional
to the metabolic dissipation (43).
Critique of the volume scaling law
Although our scaling law is based on measured anatomical
data of vascular vessels, there are still a number of assump-
tions made. For example, 1), all vessels in this model are
assumed to be in a vasodilated state in the absence of
vascular tone; 2), a vessel is assumed to be a cylindrical
tube, with no consideration of more complex geometry;
3), pulsatility and compliance are neglected. In future
studies, to mimic the in vivo state, this scaling law should
be extended to include the dynamic changes of crown length
and volume and vessel diameter. This analysis provides
a theoretical basis for considering thesis higher-order
effects.
Signiﬁcance of the volume scaling law
The novel, to our knowledge, volume scaling law (Eq. 2)
predicts the relation between crown volume, stem diameter,
and crown length in normal vessels. Furthermore, the
volume-diameter relation (Eq. A11) is proposed based on
the volume scaling law. From the volume-diameter relation,
the crown volume distal to a stem vessel can be estimated
when the total intravascular volume and inlet diameter
(e.g., aorta) are known. At this time, a new use of computed
Biophysical Journal 96(2) 347–353
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is effective in measuring the whole-body blood volume. A
comparison of theoretically predicted and experimentally
measured blood volume can assess hypovolemia and hyper-
volemia in the organ of a patient. This may improve the
benefit of whole-body CT scanning.
The volume scaling law can be used to determine appro-
priate boundary conditions for the computational software
that have both basic and clinical significance. The computa-
tional software, coupled with the noninvasive imaging
techniques, can provide quantitative information (e.g., 3-D
visualization of pressure and velocity fields at any points
inside the lumen), which may help clinicians select appro-
priate treatment.
APPENDIX: ADDITIONAL VALIDATION
OF VOLUME SCALING LAW
From Eq. 2, we propose the cost function for a crown, Fc, consistent with
a previous formulation (11,12):
Fc ¼ QsDPc þ KmVc ¼ Q2s Rc þ KmKvD2=3s Lc;
(A1)
where Qs and DPc ¼ QsRc are the flow rate through the stem and the pres-
sure drop in the distal crown, respectively, and Km is a metabolic constant of
blood in a crown. We have recently shown the resistance of a crown as
Rc ¼ Kc LcD4s , where Kc is a constant (44). The cost function of a crown tree
in Eq. A1 can be written as
Fc ¼ Q2s Rc þ KmKvD2=3s Lc ¼ KcQ2s
Lc
D4s
þ KmKvD2=3s Lc:
(A2)
Equation A2 can be normalized by the metabolic power requirements of the
entire tree of interest, KmVmax ¼ KmKvD2=3maxLmax, to obtain
fc ¼ Fc
KmKvD
2=3
maxLmax
¼ Q
2
maxRmax
KmKvD
2=3
maxLmax

Qs
Qmax
2
 ðLc=LmaxÞðDs=DmaxÞ4
þ

Ds
Dmax
2=3
Lc
Lmax

; ðA3Þ
where fc is the nondimensional cost function. A previous analysis (11) shows
Qs ¼ KQLc0 Qs
Qmax
¼ Lc
Lmax;
(A4)
where KQ is a flow-crown length constant. When Eq. A4 is applied to
Eq. A3, the dimensionless cost function can be written as
fc ¼ Q
2
maxRmax
KmKvD
2=3
maxLmax
 ðLc=LmaxÞ
3
ðDs=DmaxÞ4
þ

Ds
Dmax
2=3
Lc
Lmax

:
(A5)
Similar to Murray’s law (42), we minimize the cost function with respect to
diameter at a fixed Lc=Lmax to obtain
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v

Ds
Dmax
 ¼ 00
 4Q2maxRmax
KmKvD
2=3
maxLmax
 ðLc=LmaxÞ
3
ðDs=DmaxÞ5
¼ 2
3

Ds
Dmax
2
31 Lc
Lmax

0 6Q
2
maxRmax
KmKvD
2=3
maxLmax


Lc
Lmax
2
¼

Ds
Dmax
4þ 23
: ðA6Þ
Equation A6 applies to any stem-crown unit. When Lc ¼ Lmax and
Ds ¼ Dmax in Eq. A6, we obtain
6Q2maxRmax
KmKvD
2=3
maxLmax
¼ 10 Q
2
maxRmax
KmKvD
2=3
maxLmax
¼ 1
6
: (A7)
Therefore, Eq. A6 can be written as

Ds
Dmax

¼

Lc
Lmax
3
7
: (A8)
From Eqs. 2b and A8, we obtain

Vc
Vmax

¼

Lc
Lmax
127
: (A9)
From Eqs. A4 and A8, we find that

Qs
Qmax

¼

Ds
Dmax
213
; (A10)
where Qmax is the flow rate through the most proximal stem. From Eqs. A8
and A9, we obtain

Vc
Vmax

¼

Ds
Dmax
3
: (A11)
Equations A8–A11 are the structure-function scaling relations in the
vascular tree, based on the minimum energy hypothesis. Equations A8,
A9, and A11 represent the diameter-length, volume-length, and volume-
diameter relations, respectively, and Eq. A10 represents the general
Murray’s law in the entire tree.
This research is supported in part by the National Institutes of Health
National Heart, Lung, and Blood Institute grants 2 R01 HL055554-11 and
HL84529, and by an American Heart Association Scientist Development
Grant (0830181N).
REFERENCES
1. Kjellberg, S. R., U. Rudhe, and T. Sjostrand. 1949. Increase of the
amount of hemoglobin and blood volume in connection with physical
training. Acta Physiol. Scand. 19:146–151.
2. Convertino, V. A. 2007. Blood volume response to physical activity and
inactivity. Am. J. Med. Sci. 334:72–79.
3. Androne, A. S., S. D. Katz, L. Lund, J. LaManca, A. Hudaihed, et al.
2003. Hemodilution is common in patients with advanced heart failure.
Circulation. 107:226–229.
4. Gibson, J. G., and W. A. J. Evans. 1937. Clinical studies of the blood
volume, III: changes in blood volume, venous pressure and blood
velocity rate in chronic congestive heart failure. J. Clin. Invest.
16:851–858.
Scaling of Vascular Volume 3535. Peter, J. P. 1948. The role of sodium in the production of edema.
N. Engl. J. Med. 239:353–362.
6. Schrier, R. W. 1988. Pathogenesis of sodium and water retention in
high-output and low-output cardiac failure, nephrotic syndrome,
cirrhosis, and pregnancy. N. Engl. J. Med. 319:1065–1072.
7. Katz, S. D. 2007. blood volume assessment in the diagnosis and treat-
ment of chronic heart failure. Am. J. Med. Sci. 334:47–52.
8. Reimer, K. A., R. E. Ideker, and R. B. Jennings. 1981. Effect of coro-
nary occlusion site on ischaemic bed size and collateral blood flow in
dogs. Cardiovasc. Res. 15:668–674.
9. Raj, S. R., and D. Robertson. 2007. Blood volume perturbations in the
postural tachycardia syndrome. Am. J. Med. Sci. 334:57–60.
10. Schrier, R. W. 2007. Decreased effective blood volume in edematous
disorders: what does this mean? J. Am. Soc. Nephrol. 18:2028–2031.
11. Kassab, G. S. 2006. Scaling laws of vascular trees: of form and function.
Am. J. Physiol. Heart Circ. Physiol. 290:H894–H903.
12. Zhou, Y., G. S. Kassab, and S. Molloi. 1999. On the design of the coro-
nary arterial tree: a generalization of Murray’s law. Phys. Med. Biol.
44:2929–2945.
13. Kassab, G. S., and Y. C. Fung. 1994. Topology and dimensions of pig
coronary capillary network. Am. J. Physiol. Heart Circ. Physiol.
267:H319–H325.
14. West, G. B., J. H. Brown, and B. J. Enquist. 1997. A general model for
the origin of allometric scaling laws in biology. Science. 276:122–126.
15. Choy, J. S., and G. S. Kassab. 2008. Scaling of myocardial mass to flow
and morphometry of coronary arteries. J. Appl. Physiol. 104:1281–
1286.
16. Mittal, N., Y. Zhou, S. Ung, C. Linares, S. Molloi, et al. 2005. A
computer reconstruction of the entire coronary arterial tree based on
detailed morphometric data. Ann. Biomed. Eng. 33:1015–1026.
17. Kassab, G. S., C. A. Rider, N. J. Tang, and Y. C. Fung. 1993.
Morphometry of pig coronary arterial trees. Am. J. Physiol. Heart
Circ. Physiol. 265:H350–H365.
18. Jiang, Z. L., G. S. Kassab, and Y. C. Fung. 1994. Diameter-defined
Strahler system and connectivity matrix of the pulmonary arterial tree.
J. Appl. Physiol. 76:882–892.
19. Yen, R. T., F. Z. Zhuang, Y. C. Fung, H. H. Ho, H. Tremer, et al. 1984.
Morphometry of cat’s pulmonary arterial tree. J. Biomech. Eng.
106:131–136.
20. Yen, R. T., F. Z. Zhuang, Y. C. Fung, H. H. Ho, H. Tremer, et al. 1983.
Morphometryofcatpulmonaryvenoustree.J.Appl.Physiol.55:236–242.
21. Singhal, S. S., G. Cumming, K. Horsfield, and L. K. Harding. 1973.
Morphometric study of pulmonary arterial tree and its hemodynamics.
J. Assoc. Physicians India. 21:719–722.
22. Singhal, S. S., R. Henderson, K. Horsfield, L. K. Harding, and G. Cum-
ming. 1973. Morphometry of the human pulmonary arterial tree. Circ.
Res. 33:190–197.
23. Huang, W., R. T. Yen, M. McLaurine, and G. Bledsoe. 1996.
Morphometry of the human pulmonary vasculature. J. Appl. Physiol.
81:2123–2133.
24. Horsfield, K., and W. I. Gordon. 1981. Morphometry of pulmonary
veins in man. Lung. 159:211–218.25. Bertuglia, S., A. Colantuoni, G. Coppini, and M. Intaglietta. 1991.
Hypoxia- or hyperoxia-induced changes in arteriolar vasomotion in
skeletal muscle microcirculation. Am. J. Physiol. Heart Circ. Physiol.
260:H362–H372.
26. Ellsworth, M. L., A. Liu, B. Dawant, A. S. Popel, and R. N. Pittman.
1987. Analysis of vascular pattern and dimensions in arteriolar
networks of the retractor muscle in young hamsters. Microvasc. Res.
34:168–183.
27. Ley, K., A. R. Pries, and P. Gaehtgens. 1986. Topological structure of
rat mesenteric microvessel networks. Microvasc. Res. 32:315–332.
28. Koller, A., B. Dawant, A. Liu, A. S. Popel, and P. C. Johnson. 1987.
Quantitative analysis of arteriolar network architecture in cat sartorius
muscle. Am. J. Physiol. Heart Circ. Physiol. 253:H154–H164.
29. Fenton, B. M., and B. W. Zweifach. 1981. 1981Microcirculatory model
relating geometrical variation to changes in pressure and flow rate. Ann.
Biomed. Eng. 9:303–321.
30. Kleiber, M. 1932. Body size and metabolism. Hilgardia. 6:315–353.
31. West, G. B., J. H. Brown, and B. J. Enquist. 1999. The fourth dimension
of life: fractal geometry and allometric scaling of organisms. Science.
284:1677–1679.
32. Cohen, J. E., T. Jonsson, and S. R. Carpenter. 2003. Ecological commu-
nity description using food web, species abundance, and body size.
Proc. Natl. Acad. Sci. USA. 100:1781–1786.
33. Gilooly, J. F., J. H. Brown, G. B. West, V. M. Savage, and E. L. Char-
nov. 2001. Effects of size and temperature on metabolic rate. Science.
293:2248–2251.
34. West, G. B., J. H. Brown, and B. J. Enquist. 2001. A general model for
ontogenetic growth. Nature. 413:628–631.
35. Ertl, A. C., A. Diedrich, and R. R. Satish. 2007. Techniques used for the
determination of blood volume. Am. J. Med. Sci. 334:32–36.
36. Feldschuh, J., and Y. Enson. 1977. Prediction of the normal blood
volume: relation of blood volume to body habitus. Circulation.
56:605–612.
37. Folkman, J. 1995. Angiogenesis in cancer, vascular, rheumatoid and
other disease. Nat. Med. 1:27–31.
38. Risau, W. 1997. Mechanisms of angiogenesis. Nature. 386:671–674.
39. Carmeliet, P. 2000. Mechanisms of angiogenesis and arteriogenesis.
Nat. Med. 6:389–395.
40. Kamiya, A., and T. Togawa. 1972. Optimal branching structure of the
vascular tree. Bull. Math. Biophys. 34:431–438.
41. Rosen, R. 1967. Optimality Principles in Biology. Plenum, New York.
42. Murray, C. D. 1926. The physiological principle of minimum work
applied to the angle of branching of arteries. J. Gen. Physiol. 9:835–841.
43. Liu, Y., and G. S. Kassab. 2007. Vascular metabolic dissipation in
Murray’s law. Am. J. Physiol. Heart Circ. Physiol. 292:H1336–H1339.
44. Huo, Y.,and G. S. Kassab. 2008. The scaling of blood flow resis-
tance: from a single vessel to the entire distal tree. Biophys. J.
96:339–346.
45. Huo, Y., and G. S. Kassab. 2007. Capillary perfusion and wall shear
stress are restored in the coronary circulation of hypertrophic right
ventricle. Circ. Res. 100:273–283.Biophysical Journal 96(2) 347–353
